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CLAIMS 



1 . A pharmaceutical composition comprising 

5 as a first active agent, an estrogen (or naturally or synthetic derivative thereof) in sufficient 
amounts to treat diseases, disorders and symptoms associated with deficient endogenous 
levels of estrogen in women, and 

as a second active agent, 6p,7p;15p;16[3-dimethylen/e-3-oxo-17a-preg-4-ene-21,17- 
10 carbolactone (drospirenone) in sufficient amounts p protect the endometrium from the 
adverse effects of estrogen, 

together with a pharmaceutical^ acceptable exfcipient or carrier. 

15 2. A composition according to claim 1, whereon the deficient levels of estrogen are caused 
by natural menopause, peri-menopaus£, pc/stj-menopau^e, hypogonadism, castration or 
primary ovarian failure. 

3. A composition according to any of clafms 1 or 2, wherein the diseases, disorders and 
20 symptoms are selected from the groupycomprising including hot flushes, sweating attacks, 
palpitations, sleep disorders, mood changes, nervousness, anxiety, poor memory, loss of 
confidence, loss of libido, poor concentration, diminished energy, diminished drive, 
irritability, urogenital atrophy, atrophy of the breasts, cardiovascular disease, changes in 
hair distribution, thickness of hair, changes in skin condition and osteoporosis. 



4. A composition according to claim 3, wherein the diseases, disorders and symptoms 
are selected from the group comprising including hot flushes, sweating attacks, 
palpitations, sleep disorders, rtiood changes, nervousness, anxiety, urogenital atrophy, 
atrophy of the breasts and osteoporosis. 

5. A composition according to claim 1, wherein the estrogen is selected from the group 
consisting of estradiol, estradiol sulfamates, estradiol valerate, estradiol benzoate, ethinyl 
estradiol, estrone, estriol, estriol succinate and conjugated estrogens, including 
conjugated equine estrogens such as estrone sulfate, 17f3-estradiol sulfate, 17a-estradiol 



PATENTBESKRIVELSE/24300US2/PDK/LSH/1 1 -1 2-00 



Last printed 20/12/00 11:08 



28 

sulfate, equilin sulfate, 17f3-dihydroequilin sulfate, 17a-dihydroe4uilin sulfate, equilenin 
sulfate, 17p-dihydroequilenin sulfate and 17a-dihydroequilenin sulfate or mixtures thereof. 

6. A composition according to claim 5, wherein the estrogen Lb selected from the group 
5 consisting of estradiol, estradiol sulfamates, estradiol valera/e, estradiol benzoate, 

estrone, and estrone sulfate or mixtures thereof. 

7. A composition according to claim 6, wherein the estrodfen is estradiol. 

10 8. A composition according to claim 1, wherein drospir^none (DRSP) is in micronized 
form. 

9. A composition according to any of claims 5 or 6, ^/herein at least one estrogen is in 
micronized form. 

15 

10. A composition according to claim 1 , whereinihe dose of DRSP corresponds to 15 to 
70 mg per cycle, such as 20 to 60 mg per cy£le/ particularly 40 to 60 mg per cycle. 

1 1 . A composition according to claim 1 , whferejn the amount of DRSP corresponds to a 
20 daily dose ranging from 0.25 to 10 mg, such^s about 0.25 to 8, 0.25 to 6, 0.25 to 5, 0.5 to 

4.5, 1 to 4, and 1 .5 to 3.5 mg. 

12. A composition according to claim 7, wherein the amount of estradiol corresponds to a 
daily dose ranging from 0.1 to 5 mg, sucl/ as about 0.2 to 4.5, 0.5 to 4, 1 to 3, in particular 

25 1,2, or 3 mg. 



13. A pharmaceutical composition cornprising 

as a first active agent estradiol in amounts corresponding to a daily dose of 1 to 3 mg to 
treat diseases, disorders and sympto/ns associated with deficient endogenous levels of 
30 estrogen in women, 

and as a second active agent 6p,7(^15(3;16(3-dimethylene-3-oxo-17a-preg-4-ene-21,17- 
carbolactone (drospirenone) in amounts corresponding to a daily dose of 1 to 3.5 mg to 
protect the endometrium from the adverse effects of estrogen, 
together with a pharmaceutically Acceptable excipient or carrier. 

35 
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14. Use of a combination of estrogen and drospirenone for the preparation of a 
medicament wherein the amount of estrogen is sufficient to treat diseases, disorders and 
symptoms associated with deficient endogenous levels of estrogen in women and the 
amount of drospirenone is sufficient to protect the endometrjdm from the adverse effects 

5 of estrogen. 

15. The use according to claim 14, wherein the deficient 
natural menopause, peri-menopause, post-menopause,; 
primary ovarian failure. / 

10 / 

16. The use according to claim 14, wherein the amount of estrogen is sufficient for the 
treatment of hot flushes, sweating attacks, palpitations, sleep disorders, mood changes, 
nervousness, anxiety, poor memory, loss of confidence, loss of libido, poor concentration, 
diminished energy, diminished drive, irritability, urogenital atrophy, atrophy of the breasts, 

15 cardiovascular disease, changes in hair distributionT^ickness of hair, changes in skin 
condition or for the prevention or management of ostepporo^is. 

17. The use according to claims 16, wherein tfoe^mount of estrogen is sufficient for the 
treatment of hot flushes, sweating attacks, palpitations, sleep disorders, mood changes, 

20 nervousness, anxiety, urogenital atrophy, atrophy of the breasts or for the prevention or 
management of osteoporosis. / 

18. The use according to claim 14, whereirythe estrogen is selected from the group 
consisting of estrogen is selected from the/group consisting of estradiol, estradiol 

25 sulfamates, estradiol valerate, estradiol benzoate, ethinyl estradiol, estrone, estriol, estriol 
succinate and conjugated estrogens, including conjugated equine estrogens such as 
estrone sulfate, 17(3-estradiol sulfate, 17foc-estradiol sulfate, equilin sulfate, 17(5- 
dihydroequilin sulfate, 17a-dihydroequiUn sulfate, equilenin sulfate, 17p-dihydroequilenin 
sulfate and17a-dihydroequilenin sulfate or mixtures thereof. 

30 / 

19. The use according to claim 18, wherein the estrogen is selected from the group 
consisting of estradiol, estradiol sulfamates, estradiol valerate, estradiol benzoate, 
estrone, and estrone sulfate or mixtures thereof. 

35 20. The use according to claim 19, wherein the estrogen is estradiol. 



svels of estrogen are caused by 
lypogonadism, castration or 
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21. The use according to claim 14, wherein drospirenone (DRSP) is in micronized form. 



22. The use according to claim 14, wherein the estrogen is in micronized form. 
5 / 

23. The use according to claim 20, wherein the estradiol is in micronized form. 

24. The use according to claim 14, wherein the dose of DRSP corresponds to 15 to 70 mg 
per cycle, such as 20 to 60 mg per cycle, particularly 40 to 60 mg per cycle. 

10 / 

25. The use according to claim 14, wherein the amount oj DRSP corresponds to a daily 
dose ranging from 0.25 to 10 mg, such as about 0.25 tofi, 0.25 to 6, 0.25 to 5, 0.5 to 4.5, 
1 to 4, and 1 .5 to 3.5 mg. / 

15 26. The use according to claim 20, wherein the amount of estradiol corresponds to a daily 
dose ranging from 0.1 to 5 mg, such as about 0.2 toM.5, 0.5 to 4, 1 to 3, in particular 1, 2, 
or 3 mg. / 

27. The use according to claim 14, wherein the j^diramenj^in the form a of a number 
20 of separately packaged and individually removable dosage units placed in a packaging 

unit and intended for oral administration for a period of at least 28 days; 
wherein at least 21 daily dosage units comprise a combination of estradiol in an amount 
from about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg; 
and 7 or less daily dosage units comprise estradiol in an amount from about 0.1 to 5 mg. 
25 / 

28. The use according to claim 14, wherein the medicament is in the form of a number of 
separately packaged and individually removable dosage units placed in a packaging unit 
and intended for oral administration for syperiod of at least 28 days; 

wherein at least 21 daily dosage units comprise a combination of estradiol in an amount 
30 from about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg; 
and 7 or less daily dosage units comprise a blank or placebo. 

29. The use according to 14, wherein the medicament is in the form of a number of 
separately packaged and individually removable dosage units placed in a packaging unit 

35 and intended for oral administration for a period of at least 28 days, 
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wherein at least 10 daily dosage units comprise estradiol in an am/>unt from about 0.1 to 5 
mg; 

and at least 10 daily dosage unit comprise a combination of esty&diol in an amount from 
about 0.1 to 5 mg and drospirenone in an amount ranging fron/ about 0.25 to 6 mg, 
5 and 8 or less daily dosage units comprise a blank or placebo.; 

30. The use according to 14, wherein the medicament is in /the form of a number of 
separately packaged and individually removable dosage units placed in a packaging unit 
and intended for oral administration for a period of at least 28 days; 

10 wherein at least 10 daily dosage units comprise estradiol in an amount from about 0.1 to 5 
mg, 

and at least 10 daily dosage units comprise a combination of estradiol in an amount from 
about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg; 
and 8 or less daily dosage units comprise estradiol/n an amount from about 0.1 to 5 mg. 

15 

31. The use according to claim 14, wherein the rcfedicament is in the form of a number of 
separately packaged and individually removable dosage units placed in a packaging unit 
and intended for oral administration for a p^noajDf at least 28 days; 
wherein 28 daily dosage units comprising a cpnflbinatiop^df estradiol in an amount from 

20 about 0.1 to 5 mg and drospirenone in an ai^Q&Qi^anging from about 0.25 to 6 mg. 

32. A method of treating and preventing diseases, disorders and symptoms associated 
with deficient endogenous levels of estrogen in women comprising administering estrogen 
in sufficient amounts to alleviate said diseases, disorders and symptoms and 

25 drospirenone in sufficient amounts to pi/otect the endometrium from adverse effects of 
estrogen. 

33. A method according to claim 32,£vherein the deficient levels of estrogen are caused 
by natural menopause, peri-menopause, post-menopause, hypogonadism, castration or 

30 primary ovarian failure. 



34. A method according to claim&2, wherein the diseases, disorders and symptoms are 
selected from the group comprising including hot flushes, sweating attacks, palpitations, 
sleep disorders, mood changes, nervousness, anxiety, poor memory, loss of confidence, 
35 loss of libido, poor concentration, diminished energy, diminished drive, irritability, 
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urogenital atrophy, atrophy of the breasts, cardiovascular disease/changes in hair 
distribution, thickness of hair, changes in skin condition or for ttW prevention or 
management of osteoporosis. / 

5 35. A method according to claim 34, wherein the diseases, disorders and symptoms are 
selected from the group comprising including hot flushes, sweating attacks, palpitations, 
sleep disorders, mood changes, nervousness, anxiety, urogenital atrophy, atrophy of the 
breasts or for the prevention or management of osteoporosis. 

10 36. A method according to claim 32, wherein the estrogen is selected from the group 
consisting of estrogen is selected from the group consisting of estradiol, estradiol 
sulfamates, estradiol valerate, estradiol benzoate, eth/nyl estradiol, estrone, estriol, estriol 
succinate and conjugated estrogens, including conjugated equine estrogens such as 
estrone sulfate, 170-estradiol sulfate, 1 7a-estradiol sulfate, equilin sulfate, 170- 

15 dihydroequilin sulfate, 17a-dihydroequilin sulfate, equilenin sulfate, 170-dihydroequilenin 
sulfate and17a-dihydroequilenin sulfate or mixtures thereof. 

37. A method according to claim 36, wherein the estrogen is selected from the group 
consisting of estradiol, estradiol sulfamates, estradiol valerate, estradiol benzoate, 

20 estrone, and estrone sulfate or mixtures thereof. K^y 

38. A method according to claim 37, wheremUne estrogen is estradiol. 

39. A method according to claim 32, wherein drospirenone (DRSP) is in micronized form. 
25 / 

40. A method according to claim 32, wherein the estrogen is in micronized form. 

41. A method according to claim 38, whierein the estradiol is in micronized form. 

30 42. A method according to claim 32, wherein the dose of DRSP corresponds to 15 to 70 
mg per cycle, such as 20 to 60 mg per cycle, particularly 40 to 60 mg per cycle. 

43. A method according to claim 32, wherein the amount of DRSP corresponds to a daily 
dose ranging from 0.25 to 10 mg, such as about 0.25 to 8, 0.25 to 6, 0.25 to 5, 0.5 to 4.5, 
35 1 to 4, and 1 .5 to 3.5 mg. / 
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44. A method according to claim 38, wherein the amount of estradiol corresponds to a 
daily dose ranging from 0.1 to 5 mg, such as about 0.2 to 4.5, O.S> to 4, 1 to 3, in particular 
1,2or3mg. / 

5 / 

45. A method of treating and preventing diseases, disorders and symptoms associated 
with deficient endogenous levels of estrogen in women comprising administering estradiol 
in amounts corresponding to daily doses of 1 to 3 mg and arospirenone in amounts 
corresponding to daily doses of 1 to 3.5 mg. / 

10 / 

46. A method according claim 32, comprising / 

administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts 
corresponding to daily doses ranging from 0.1 to 5 mg; and 

administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts 
15 corresponding to daily doses ranging from 0.1 to Jymg and drospirenone in amounts 
corresponding to daily doses ranging from 0.25 to 6 mg; and 
administering for 4 to 8 days a daily dosage uryyfcom prising estradiol in amounts 
corresponding to daily doses ranging from 0^23 to 5 mqX 

20 47. A method according to claim 32, composing 

administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts 
corresponding to daily doses ranging from/o.1 to 5 mg; and 

administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts 
corresponding to daily doses ranging from 0.1 to 5 mg and drospirenone in amounts 
25 corresponding to daily doses ranging from 0.25 to 6 mg; and 

administering for 4 to 8 days a daily dosage unit comprising of a placebo or blank. 

48. A method according to claim 32/ comprising 

administering for at least 21 days a daily dosage unit comprising estradiol in amounts 
30 corresponding to daily doses ranging from 0.1 to 5 mg and drospirenone in amounts 
corresponding to daily doses ranging from 0.25 to 6 mg; and 

administering for no more than/7 days a daily dosage unit comprising of a placebo or 
blank. / 

35 49. A method according to claim 32, comprising 
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administering for at least 21 days a daily dosage unit comprisingy&stradiol in amounts 
corresponding to daily doses ranging from 0.1 to 5 mg and drospirenone in amounts 
corresponding to daily doses ranging from 0.25 to 6 mg; and 

administering for no more than 7 days a daily dosage unit comprising estradiol in amounts 
5 corresponding to daily doses ranging from 0.1 to 5 mg 

50. A method according to claim 32, comprising 

administering for 21 to 28 days a daily dosage unit comprising estradiol in amounts 
corresponding to daily doses ranging from 0.1 to 5 mg/and drospirenone in amounts 
10 corresponding to daily doses ranging from 0.25 to 6 mg. 

51. A method according to any of claims 32 to 45,/vherein the estrogen is administered 
continuously. 



15 52. A method according to any of claims 32 
are administered continuously. 



20 



wherein the estrogen and drospirenone 



53. A method according to any of claims 32^45, wherein the estrogen is administered 
continuously and drospirenone is administered sequentially. 

54. A method according to claim 53, wherein the estrogen dosage is lower for the 1 to 7 
days immediately following said sequential administration of drospirenone. 



55. A method according to claim 32, wherein estrogen is administered continuously and 
25 drospirenone is administered in an interrupted manner. 

56. A method according to claim 53, wherein estrogen is administered continuously for 21 
to 30 days and drospirenone is administered in a 3-day-on-3-day-off cycle. 

30 57. A method according to clairn 56, wherein drospirenone is administered on days 4 
through 6, 10 through 12, 16 through 18, 22 through 24, and 28 through 30. 



35 



58. A method according to any of claims 32 to 45, wherein the estrogen and the 
drospirenone are each administered sequentially with a treatment-free interval. 
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59. A method according to claim 32, comprising / 

administering for 20 to 24 days a daily dosage unit comprising estradiol in amounts 
corresponding to daily doses ranging from 0.1 to 5 mg, / 

and drospirenone in amounts corresponding to daily doses ranging from 0.25 to 6 mg for 
5 the last 1 0 to 1 2 days of said 20 to 24 days, and / 

administering for 4 to 8 days a daily dosage unit comprising no active ingredient. 

60. A method according to claim 32, comprising / 

administering for 20 to 24 days a daily dosage unitycomprising estradiol in amounts 
10 corresponding to daily doses ranging from 0.1 to S mg, and drospirenone in amounts 
corresponding to daily doses ranging from 0.25 tp 6 mg for the last 10 to 12 days of said 
20 to 24 day, and / 

administering for 4 to 8 days a daily dosage oyunit comprising estradiol in amounts less 
than daily dosage unit taken for said 20 to 2-yday administration of estradiol. 
15 / 

61. A method according to claim 32, comp/ising 

administering for 20 to 24 days a daily dosage unit comprising estradiol in amounts 
corresponding to daily doses ranging/framb.l to 5 mg, 

and drospirenone in amounts corresponding to dally doses ranging from 0.25 to 6 mg for 
20 the last 1 0 to 1 2 days of said 20 to 2A kpy, and 
not administering any dosage units for 4 to 8 days. 

62. A method according to any of claims 32 to 61 , wherein the estrogen and/or 
drospirenone are administered in oral formulation, from a patch, from an implant or 

25 combinations thereof. / 

63. A method according to clainy 62, wherein the estrogen and/or drospirenone are 
administered in oral formulatiory 

30 64. A method according to any of claims 46 to 61 , wherein the daily dosage units are 
administered for 1 to 12, preferably 2 to 8, such as 2, 3, 4 5, 6, 7, and 8 multiples of 28 
days. / 

65. A multi-phased pharmaceutical preparation consisting of a number of separately 
35 packaged and individually removable daily dosage units placed into a packaging unit and 
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intended for oral administration for a period of at least 21 daysywherein said daily dosage 
units comprise a combination of estradiol in an amount ranging from about 0.1 to 5 mg 
and drospirenone in an amount ranging from about 0.25 to 6rng. 

5 66. A multi-phased pharmaceutical preparation consisting/of a number of separately 
packaged and individually removable daily dosage units placed into a packaging unit and 
intended for oral administration for a period of 28 days wherein said daily dosage units 
comprise a combination of estradiol in an amount ranging from about 0.1 to 5 mg and 
drospirenone in an amount ranging from about 0.25 to 6 mg. 
10 / 

67. A multi-phased pharmaceutical preparation consisting of a number of separately 
packaged and individually removable daily dosage units placed into a packaging unit and 
intended for oral administration for a period of 28 days, 

wherein at least 21 said daily dosage units comprise a combination of estradiol in an 
15 amount ranging from about 0.1 to 5 mg and drospirenone in an amount ranging from 
about 0.25 to 6 mg; and / 
no more than 7 said dosage units comprise a placebo or a blank. 

68. A multi-phased pharmaceutical preparation consisting of a number of separately 

20 packaged and individually removable da\|^sJ€(sage units placed into a packaging unit and 
intended for oral administration for aJzferiod of 28 days, 

wherein at least 21 said daily dosage units comprise a combination of estradiol in an 
amount ranging from about 0.1 to 5 mg and drospirenone in an amount ranging from 
about 0.25 to 6 mg; and / 
25 no more than 7 said dosage units comprise estradiol in an amount ranging from about 0.1 
to 5 mg. / 

69. A multi-phased pharmaceutical preparation consisting of a number of separately 
packaged and individually removable daily dosage units placed into a packaging unit and 

30 intended for oral administration for a period of at least 28 consecutive days, 

wherein at least 10 said dally dosage units comprise estradiol in an amount ranging from 
about 0.1 to 5 mg; and / 

at least 10 said daily dosage units comprises a combination of estradiol in an amount 
ranging from about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 
35 6 mg; and / 
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no more than 8 of said daily dosage units comprise a placebo or blank. 

70. A multi-phased pharmaceutical preparation consisting i>f a number of separately 
packaged and individually removable daily dosage units placed into a packaging unit and 
5 intended for oral administration for a period of at least 28 consecutive days, 

wherein at least 10 said daily dosage units comprise estradiol in an amount ranging from 
about 0.1 to 5 mg; and 

at least 10 said daily dosage units comprises a combination of estradiol in an amount 
ranging from about 0.1 to 5 mg and drospirenone in/an amount ranging from about 0.25 to 
10 6 mg; and 

no more than 8 of said daily dosage units compri^fe estradiol in an amount ranging from 
about 0.1 to 5 mg. 



71. A multi-phased pharmaceutical preparatory consisting of a number of separately 
15 packaged and individually removable daily dosage units placed into a packaging unit and 



intended for oral administration for a period 
wherein 10 to 15 said daily dosage units coi 
ranging from about 0.1 to 5 mg and drospji 
6 mg; and 

20 10 to 15 said daily dosage units compri^ 
to 5 mg. 



mo 



21 to 30 consecutive days, 
rise a combination of estradiol in an amount 
e in an amount ranging from about 0.25 to 




iol in an amount ranging from about 0.1 



72. A preparation according to any of daims 65 to 71 , wherein the number of daily dosage 
units is at least 21 or a multiple of 21 puch as 2 to 12, particularly 2 to 8, such as 2 to 6. 

25 

73. A preparation according to any df claims 65 to 71 , wherein the number of daily dosage 
units is 28 or a multiple of 28 such as 2 to 1 2, particularly 2 to 8 such as 2 to 6. 

74. A preparation according to any of claims 65 to 71, wherein said daily dosage units 
30 comprise estradiol and/or drosp/renone in micronized form or sprayed from a solution onto 

particles of inert carrier. 



75. A use of an estrogen (and/or naturally or synthetic derivative thereof) in sufficient 
amounts for the treatment or menopausal and post-menopausal symptoms and the 
35 prevention of osteoporosis nn menopausal and post-menopausal women 
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and 6p,7p; 1 5p; 1 6p-dimethylene-3-oxo-1 7a-preg-4-7ene-21 , 1 7-carbolactone (drospirenone) 
in sufficient amounts to protect the endometrium/rom the adverse effects of estrogen 
for the manufacture of a medicament. 

5 76. A use of an estrogen (and/or naturallw^i/syntheti^derivative thereof) in sufficient 
amounts for the treatment of menopausal afrakpost^enopausal symptoms and the 
prevention of osteoporosis in menopausafand post-menopausal women 
and 6(3,7P; 1 5p; 1 6p-dimethylene-3-oxo-t7a-preg-4-ene-21 , 1 7-carbolactone (drospirenone) 
in sufficient amounts to protect the endometrium from the adverse effects of estrogen 
10 for the manufacture of a medicament for hormone replacement therapy. 
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